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Report Issued: September 15, 1986

Conclusions:

CGA 154281 Technicel is mutagenic in Ames Test  at the concentrations
of 2000, 4000, and 8000 ug/plate under the nomactivation assay and
at the concentrations of 4000 and 5000 ug/plate under the astivation
838 38Y e

Concentrations tested: 20, 78, 313, 1250, and 5000 ug/plate glst end
2nd Trials); 500, 1000, 2000, %000, and 8000 ug/plate (3rd Trial).

Classification of Data: Acceptable
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Title of Report: Salmonella/Mammaelian Microsome Mutagenicity Test with

CGA 154281 Technical

Procedurs:

Five histidine-requiring strains of Salmonella typhimurium

(TA98, TA100, TAl02, TA1535, end TA1537) obtained originally from
Dr. Ames were used in this study.

The mutagenicity of CGA 154281 Technical dissolved in acetons
at predetermined concentrations (i.e., 20, 78, 313, 1250, and 5000
ug/rlate) was evaluated by the Salmonella/Mammalisn Microsome
Mutagenicity Test described by Ames (Mutation Res. 31. 347-364,
1575)s In the additional experiment carried out with strain
TA98 only, the concentrations were 500, 1000, 2000, 4000 and 8000
ug/plates Mutations were quantified on triplicate plates for each
strain by counting His* revertant colonies after 48 hours of ine
‘cubation at 37 0. on a minimi medjum, Positive controls and solvent
control Wwere rum concurrently. If the compound was matagenic,
it vwould demonstrate 2-fold increases over the control value.

Results:

Mean Number of His+ Revertant Colonies per Plate

Treat- Conc. TAGS TAT00 TA102 TAL535 TALS3]
ment (Por Plate)$s9 59 459 9 489 59 489 -S9 459 59

Solvent Control % 100 134 242 275 11 15 18 11

CGA 154281 20 ug 42 25 103 151 24 274 16 14 16
% " 0 20 o4 148 217 20 13 13 14
313 " 51 A 109 146 223 226 15 16 19
1250 * 58 35 113 158 179 152 11 15 16
5000 " 56 3 119 117 217 139 16 22 14 1

Positive Controls: .
DiiRB-HC1 5 ug - 356

MO =~I\N O

LNTLO 0.125 * - - - 3596 - - - - -
MGG 0.5 "™ - - - -  1031s - - - -
1.0 " - - - - - 1345 o - - -

Sodium '
Azide 2.5 * - - - - - - - 486 . -
5.0 " - - - - - - - 988+ o -
ANADLEQ 1 50 " - - - - - - - - - J—Lz‘
100 " - - - - - - - - - 613
2=AA 5 " 1hkoos . 1264 o - - - - 139 2
2 " - - - - 768w - - - - -
CPPM 250 * - - - - - - 510+ - - -

* Significantly different from the solvent control: greater than 2-fold
increase over the solvent control; DNRB-HC1l = Daunorubicin-iCl; 4.NT3LO
L Nitroquinoline-oxide; MIMC-C = MitomycinC; ANAD-HC1l = Aminoscridine
diydrochloride; 2-AA = 2-Aminoanthracene; CPFM = Cyclophosphamide,
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Resulisg: continued

Mean Number of Hist Revertant Golonies Per Tlatae
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Treat- Conc, TAGS TA100 TA102 TA1535 TA1537
Ment (Per Plate) 389 59 359 59 489 .86 339 59 459 59
2nd Trials
Solvent Control 49 29 117 178 285 336 18 15 17 8
CGA 154281 20 ug Ly 32 97 161 290 %09 16 12 13 5
76 *® 55 35 120 156 285 31 15 13 14 5
313 " 64 31 102 135 280 276 13 13 13 10
12%0 ° 52 28 122 157 184 151 12 1% 11 11
5000 M o7 5 135 186 165 136 12 13 L 12
Positive Controls:
DNRB-HC1 5 ug - J01= - - - - - - - -
10 ° - 1172 - - - - - - - -
L0TLO 04125 M - - -  708» - - - - - -
0.25 * - - - 1189 - - - - - -
MTMC=C 0.5 " - - - - - 1139* - - - -
1.0 * - - - - - 1320+ - - -
Sodium
AZide 2.5 " - - - - - - - 785‘ - -
1.0 " - - - - - - - S81= - -
MIAD-HCI % n - - - - - - - - - 168‘
. 100 " - - - - - - - - - 1150»
2~AA 5 ° 1h93» - 792 - - - - - b S
20 n - - - - 625’ - - - - -
CPPM 250 ¢ - - - - - - 348 - - -
>rd Trial:
Solvent Control 59 35 - - - - - - - -
CGA 154281 500 ug 60 32 - - - - - - - -
1000 ° 65 i1 - - - - - - - -
2000 * 87 Tin - - - - - - - -
400 98s  8%» - - - - - - - -
8000 59 102+ - - - - - - - -

Positive Control:
DNRB-KC1 5 9 65 707% |
10 * 1511% 1165» - - - - -

]

* Significantly different from the solvent ccntrol: greater than 2-fold

increase over the solvent control.

Findings:

l. Based on the results obtained from the preliminary toxicity test,
slight reduction in the growth of background bacteria wag observed at 5000 ug/

plate, Therefore, the concentration of 5000 ug/plate was selscted as the

highest dose for this study (Trials 1 and 2).
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Findings: continusd

2+ The spontansous revertant colonies for each of these five
strains of Salmonella tychimurium (TA98, TA100, TAl02, TA1535, and TA1537)

were found within the normal range of His* revertant colonies recommended
by the Ames test (1975}). '

3. The strain specife control compounds {Daunorubicin-HOl, 4=Nitro-
quinoline-oxide, Mitomycin-0, Sodium Azide and Aminoacridine Hydrochloride)
and the positive control compounds to ensure the efficacy of the activation
(2-Aminoanthracene end Cyclophosphamide) in this study have given the
positive responses as axpected,

Lk, In the experiments performed without microsomal activation on
strain TA98, significant increesés in the number of revertant colonies
were observed in the third triel -at the concentrations of 2000, 4000, and
8000 ug/plate (dose-related incrsases). In the experiments carried out
with microsomal activation, & weak inorease in the number of revertant
colonies was also noted in the 2nd and ?rd irials at the concentrations

of 4000 and 5000 ug/plate. No evidence of mutagenic potentisl was observed
in other tesier straing in this study.

Eveluation:

Under the test conditions reported, the test compound, CGA 15428)
Tochnical, is considered matagenic in the Ames Salmonella/Mammalian
Microsomal Mutagenicity Test at the concentrations tested. However,

a minor deficiency with respect to the density of grown cultures
(1e0.5 1-2 x 107 colls per ml) in reporting of this study was noted.
This study is considered acceptable,




